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1. Background 4. Results

Cell Internalization and Cathepsin K Cleavage
The bone undergoes constant CPPI CPP2
Bone metastases remain a major remodelling during an individual’s
cause of cancer-related mortality'. lifetime. This remodelling is
disrupted in metastasis'.

Cathepsin K kinetic
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2. Aim

Only 3A, 3B, 5A and 5B show slight cytotoxicity and also impair wound healing in
prostate cancer cells - likely reflecting cytotoxicity, not an anti-migratory effect.

Develop multifunctional peptide conjugates that disrupt the Osteoclastogenesis and TRAF6 Signalling
RANK/TRAF6 axis and thus hinder osteoclastogenesis and metastatic Osteoclastogenesis - Day 7
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2A and 5A show the strongest inhibition of osteoclastogenesis; 3B is cytotoxic to
monocytes. 2A disrupts RANK/TRAF6, and seems to modulate downstream signalling.

3. Approach

5. Conclusions
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[ PepA | _PEG2-Linkerl-Ahx-CPP1-NH?2 \‘: - Both CPPs display internalization and cleavage kinetics seems to strongly
: 3 | PepB [ PEG2-Linker2-Ahx-CPPI-NH2 | | depend on the CPP sequence rather than on the type of cathepsin K-sensitive
ke [ CPP1 | , | linker — supporting CPP selection as key for cargo release.
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